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earned patent term adjustment See 37 CFR 1 .704(b). 
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1 )M Responsive to communication(s) filed on 04 May 2005 . 
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closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1, 453 O.G. 213. 

Disposition of Claims 
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4a) Of the above claim(s) 12-16 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) IE Claim(s) 1 3-11, 17 and 18 Is/are rejected. 

7) 13 Claim(s) Is/are objected to. 
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Application Papers 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the con-ectlon is required if the drawing(s) is objected to. See 37 CFR 1121(d). 
1 !)□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or fonm PTO-152. 
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application from the Intemational Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Status of the Claims 

1 . Claims 1 and 3 - 1 8 are pending. 

Applicants' amendment filed May 04, 2005 is acknowledged. Applicant's response has 
been fully considered. Claims 1 and 3 have been amended, claim 2 has been cancelled, and new 
claims 17 and 18 have been added. Claims 12-16 are non-elected inventions, and withdrawn 
from consideration. Therefore, claims 1, 3-1 1, 17 and 18 are examined. 

Withdrawn Objection 

2. The previous objection to Fig. 6 and Fig. 7 is withdrawn in view of newly submitted Figs. 
6, 7 A and 7B, filed May 04, 2005, and applicant's response at page 8 in the amendment filed 
May 04, 2005. 

Withdrawn Claim Objection 

3. The previous objection to claim 3 is withdrawn in view of applicants' amendment to the 
claim, and applicant's response at page 8 in the amendment filed May 04, 2005. 

Withdrawn Claim Rejections - 35 USC§102 

4. The previous rejection of claims 1 and 2 under 35 U.S.C. 102(b) as being anticipated by 
Simonet et al (Cell 89, 309-319 (1997)), is withdrawn in view of applicants' cancellation of the 
claim, and applicant's response at page 8 in the amendment filed May 04, 2005. 

5. The previous rejection of claims 1, 3, 6-8 and 10 under 35 U.S.C. 102(b) as being 
anticipated by Simonet et al (WO 99/53942), is withdrawn in view of applicants' amendment to 
the claim to require glycosylation difference for osteoprotegerin, and appUcant's response at 
page 9 in the amendment filed May 04, 2005. 
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6. The previous rejection of claims 1, 3, 4, 6-8, 10 and 1 1 under 35 U.S.C. 102(b) as being 
anticipated by Boyle et al (U.S. Patent 6,015,938), is withdrawn in view of applicants' 
amendment to the claim to require glycosylation difference for osteoprotegerin, and applicant's 
response at page 9 in the amendment filed May 04, 2005. 

Maintained Informalities 
The disclosure is objected to because of the following informalities: 

7. The previous objection to the specification regarding "SEQ ID NO:" is maintained 
because Fig. 6 describes the amino acid sequence of SEQ ID N0:6, and Figs. 7A and 7B 
describe SEQ ID NO: 1 (amino acid sequence) and SEQ ID NO: 7 (nucleotide sequence), 
however, the description of these drawings does not cite the corresponding "SEQ ID NO:". 
Appropriate correction is required. The amendment to pages 10 and 13 of the specification to 
add "SEQ ID NO:" to the nucleotide sequence is acknowledged. 

8. The brief description of Fig. 7 is objected to because the drawing of Fig. 7 has been 
changed to Figs. 7A and 7B in the amendment filed May 04, 2005, but the description remains 
for Fig. 7. Appropriate correction is required. 

9. • The specification indicates the sequence of a PGEM-T OPG clone is shown in Figure 6 
(page 13, line 13), which should be Figure 7; and the protein encoded by this plasmid is shown in 
Figure 4 (page 13, line 19), which should be Figure 6. Appropriate correction is required. 

Objection to the Specification 

10. The specification cites "The OPG of the present invention, i.e. in a form obtainable from 
milk source, has a polypeptide sequence as identified by SEQ ID. No. 1 and exhibits sizes of 
about 80, 130 and 200 kDa, respectively, which differs from that obtained by recombinant means 
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(i.e., 55 kDa)." at page 5, lines 8-10 (see also page 12, lines 1 1-13). However, Fig. 2, the 
Western blot analysis of human milk fractions under reduced conditions using 10% SDS-gel 
(page 9, lines 19-25), only shows the band of 130 kDa for various milk fractions containing 
OPG, it does not show the bands of 80 and 200 kDa for these milk fractions, nor indicates the 
band of 55 kDa for recombinant OPG. Appropriate clarification is required. 

New Claim Rejections - 35 USC§101 
35 U.S.C 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

1 1 . Claims 1, 3-7, 1 1 and 17 are rejected under 35 U.S.C. 101 because the claimed invention 
is directed to non-statutory subject matter. The claim is drawn to osteoprotegerin obtainable 
from human or bovine milk or colostrum. As written, the claim does not explicitly indicate the 
hand of man. Insertion of "isolated" or "purified" in connection with osteoprotegerin is 
suggested provided that support for such an amendment can be identified in the specification as 
origmally filed. See MPEP § 2105. Claims 3-7 and 1 1 are included in the rejection because they 
are dependent on a rejected claim and do not correct the deficiency of the claim from which they 
depend. 

New Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
maldng and using it, in such fiiU, clear, concise, and exact terms as to enable any person skilled in the art to wliich it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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12. Claims 1 and 3-1 1 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the appUcation was filed, had possession of the claimed 
invention. 

Claims 1 and 3-11 are directed to osteoprotegerin obtainable from human or bovine milk 
or colostrums, wherein the osteoprotegerin includes a glycosylation pattem giving rise to a 
polypeptide having a molecular weight of approximately 80, 130 and 200 kDa (claims 1 and .3); 
a food material, an enteral composition or a pharmaceutical composition comprising the 
osteoprotegerin (claims 4-7 and 1 1); or a method of making a food material, an enteral 
composition or a pharmaceutical composition by adding the osteoprotegerin (claims 8-10). 
While the specification cites the OPG of the present invention, i.e. in a form obtainable from 
milk source, has a polypeptide sequence as identified by SEQ ID NO: 1 and exhibits sizes of 
about 80, 130 and 200 kDa, respectively, which differs from that (i.e., 55 kDa) obtained by 
recombinant means (see page 5, hnes 8-10; page 12, lines 1 1-13), it does not demonstrate the 
OPG obtainable from various milk fractions has a molecular weight of about 80, 130 and 200 
kDa (see the bands in Fig. 2). The specification only shows a band of molecular weight of about 
130 kDa for various milk fractions, and there is no 55 kDa band for recombinant OPG in the 
western blot (Fig. 2). The lack of description for the osteoprotegerin obtainable from human or 
bovine milk or colostrums and having a glycosylation pattem giving rise to a polypeptide having 
a molecular weight of approximately 80, 130 and 200 kDa as encompassed by the claims, 
applicants have failed to sufficiently describe the claimed invention, in such fiiU, clear, concise 
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terms that a skilled artisan would not recognize applicants were in possession of the claimed 
invention. 

New Claim Rejections - 35 USC§ 112 

The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

13. Claims 8-10 and 18 are rejected under 35 U.S. C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
appUcant regards as the invention. 

Claims 8-10 and 18 are indefinite because the claim lacks method steps in the process of 
making a food material, an enteral composition or a pharmaceutical composition. The missing 
step is to what the osteoprotegerin is added. Claims 9-10 are included in this rejection for being 
dependent on a rejected claim and not correcting the deficiency of the claim fi*om which they 
depend. 

New Claim Rejections - 35 use § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entiUed to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the Onited States. 

14. Claims 1, 4-7, 1 1 and 17 are rejected under 35 U.S.C. 102(b) as being anticipated by 
D'Ostilio et al (CUnical and Experimental Immunology 104, 543-546 (June 1996)) as evidenced 
by US 2004/0137074. 
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D'Ostilio et al teach human breast milk samples were obtained from eight healthy 
mothers, and milk samples were collected on days 1-6 post-partum and 1 month after delivery, 
(page 543, right column). Since the reference teaches using the same source (i.e., human breast 
milk from healthy mothers; claims 1, 4-7, 1 l and 17) for naturally occurring osteoprotegerin as 
the instant ^phcation (see US 2004/0137074, paragraph [0048]), it would be expected that 
human breast milk in the reference inherently contains the same conq^ound as the instant 
appUcation, which meets the criteria of the claimed invention. 

New Claim Rejections - 35 USC § 1 02/103 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patoit unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patmt in the United 
States. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained thou^ the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the prior 
art are such that the subject matto* as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. Patoitability shall not be 
negatived by the manner in which the invention was made. 

15. Claim 3 is rejected under 35 U.S.C. 102(b) as anticipated by D'Ostilio et al (Clinical and 

Experimental Immunology 104, 543-546 (June 1996)) or, in the alternative, under 35 

U.S.C. 103(a) as obvious over D'Ostilio et al and Simonet et al (WO 99/53942). 

D'Ostilio et al describes the naturally occurring osteoprotegerin as stated in paragraph 

14. Since D'Ostilio et al teach using the same source (i.e., human breast milk from healthy 

mothers) for naturally occurring osteoprotegerin as the instant application (see US 
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2004/0137074, paragraph [0048]), human breast milk in the reference, which inherently contains 
the same conq)ound (the peptide of SEQ ID NO: 1), anticipates the claimed sequence. 
Alternatively, the OPG/OCIF sequence may have Asp instead of Ala at the amino acid residue 
242 of the mature OPG (see page 13, lines 14-17 of the specification), but Simonet et al disclose 
human OPG has an amino acid sequence having 100% sequence identity to the claimed SEQ ID 
NO: 1 (having Ala at residue 242), In view of D'Ostilio et al and Simonet et al, it would have 
been obvious to one of ordinary skill in the art at the time the invention was made that the 
references disclose human breast milk contains the amino acid sequence of SEQ ID NO: 1 for the 
naturally occurring osteoprotegerin because the sequence taught by Simonet et al represents a 
human OPG. 

In the absence of evidence to the contrary, the teachings of D'Ostilio et al or D'Ostilio et 
al and Simonet et al appear equivalent to the osteoprotegerin of claim 3 which refer- to specific 
amino acid sequence. Since the Office does not have the facilities for examining and comparing 
applicants' protein with the protein of the prior art, the burden is on the applicants to show a 
novel or imobvious difference between the claimed product and the product of the prior art (i.e., 
that the protein of the prior art does not possess the same material structural and functional 
characteristics of the claimed protein). See In re Best, 562 F.d, 1252, 195 USPQ 430 (CCPA 
1977) and In re Fitzgerald et al., 205 USPQ 594. 
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Conclusion 

16, No claims are allowed. 

Examiner *s Comment 

The Examiner notes Simonet et ql (WO 99/53942) and Boyle et al (U.S. Patent 
6,015,938) teach the amino acid sequence of osteoprotegerin which has 100% sequence identity 
to the claimed SEQ ID NO: 1 . However, the rejection of claim 3 is withdrawn because of the 
amendment to the claim to require glycosylation difference for the sequence of SEQ ID NO: 1. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached at 571-272-093 1 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for pubUshed appUcations 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
appUcations is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EEC) at 866-217-9197 (toll-free). 
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